THE physician's attitude to malignant disease has changed profoundly of recent years. Inoperable cancer, far from dictating defeatism, now presents a challenge. Increasingly effective chemical and physical methods of treatment, and an active diagnostic and therapeutic approach to complications and intercurrent disease, are resulting in the useful prolongation of life. The purpose of this paper is to discuss the general medical approach to the diagnosis and management of malignant disease and its metabolic and other complications. Some of the more recent advances are dealt with in some detail. The treatment of the growth itself is, however, considered elsewhere. It should perhaps be stated that the term ' malignant disease' is used in a general sense, referring to all cancers, including carcinomata, the reticuloses and leukaemia.
General Management The Management of the Patient
The physician should adopt a sympathetic and unhurried attitude. A combination of kindliness, sincere interest and careful attention will almost invariably win the patient's confidence and simplify the general management. It is usually best to avoid revealing a fatal diagnosis to the patient. A sudden announcement will cause unnecessary distress and may, rarely, precipitate suicide. Only an occasional patient demands to know the truth, and even in reply to direct questioning an answer which does not shut out hope is invariably welcomed. It is certainly true to say that very few benefit from a knowledge of the outlook. The patient will usually gradually prepare himself for the inevitable. The truth is slowly realized and any attempt to soften the blow is well repaid by mutual confidence.
A further reason for the expression of a guarded opinion lies in the difficulty of assessing the prognosis accurately (Gordon-Taylor, 1959) . Such an assessment is often a matter of conjecture, being limited by a paucity of information concerning the natural history of the disease. The inevitability of the disease is, at the best, never more than an estimate based on experience. However, an acceptable explanation of the situation must be offered so that the patient's anxiety may be allayed.
Any request for a second opinion should, if possible, be anticipated, so that the suggestion may come from the medical attendant.
Occasionally a genuine desire is expressed to know the diagnosis and prognosis as accurately as possible to enable business affairs to be ordered or a will to be drafted. Such information should be guarded. It is almost invariably better to acquaint a close relative with the outlook, so that affairs may be ordered circumspectly.
The Management of the Relatives
The close relatives must eventually be acquainted with the true situation. If time permits, it is usually kinder, initially, to proffer a guarded diagnosis and a hopeful prognosis. Later the truth may be gently revealed. The doctor can do a great deal to maintain the morale of the family by retaining a hopeful, considerate attitude. The wishes of the relatives concerning the general management of the patient should always be respected. It is most important to ensure that the family are quite satisfied that everything possible has been, and is being, done for the patient's welfare. Occasionally the relatives' wishes may have to be disregarded when the medical attendant is convinced that the patient's welfare lies in another direction. A (a) Exfoliative Cytology. The value of exfoliative cytology in the diagnosis of cancer is firmly established in carcinoma of the cervix, vagina, uterus and bronchus and also in the recognition of malignant involvement of the pericardium, pleura, peritoneum and meninges. With increasing experience, it seems possible that similar techniques will be of value in the diagnosis of malignant disease of the urinary system (particularly bladder) (Crabbe, Cresdee, Scott and Williams, 1956; Poole-Wilson, 1959 ) and the stomach (Burnett, MacFarlane, Park and Kay, i960; Forrest, i960; Schade, 1958 (Shiner, 1956; Tomenius, 1952 , starvation (Griffiths and Hoppe, ig60a), anaesthesia and operative interference (Buinauskas, McDonald and Cole, 1958 ; Lewis and Cole, I958) is important. Increased adrenal activity perhaps in some way provides a common factor (Griffiths, ig6ob and c).
Cytochemical Techniques
The demonstration of quantitative differences in intracellular enzymes and other chemical constituents by histochemical staining and quantitative biochemical techniques has been shown to be of value.
A firmly established example is the alkaline phosphatase content of segmented neutrophils (Hayhoe, i960; Valentine, Beck, Follette, Mills and Lawrence, 1952; Valentine, i960) . The intensity of staining (Hayhoe, i960; Wiltshaw and Moloney, 1955) 
Radiological Techniques
The chest and skeleton can be explored effectively by the usual radiological techniques. The demonstration of intracranial and intra-abdominal tumours, however, often requires the application of refined techniques, including arteriography, venography, air encephalography and ventriculography. On occasion the induction of a pneumoperitoneum is justified to obtain accurate definition of the liver or spleen or of an intra-abdominal tumour.
The presence of retroperitoneal disease is frequently in doubt, for physical signs may be absent or unconvincing. Retroperitoneal pneumography (Rivas, 1947 (Rivas, , 1950 , where oxygen is insufflated through a needle inserted a little to one side of the midline and midway between the anus and coccyx, will often outline renal and adrenal tumours and enlarged retroperitoneal lymph nodes (Blackwood, Saunderson, 1957) , but occasionally hypercalcmemia may be the only overt manifestation of a malignant tumour (Thomas, Connor and Morgan, 1959) . In such patients the marrow is usually diffusely infiltrated. However, hypercalcxmia has been recorded when no bone or marrow metastases have been discoverable at a carefully performed autopsy (Case records, 1953, I957; Lucas, i960; Plimpton and Gellhorn, I956) . Further, the hypercalcmemia has subsided following the surgical removal of the tumour (bronchus (Connor, Thomas and Howard, 1956) , kidney, ovary (Plimpton and Gellhorn, I956) ), only to recur later with the development of a nonosseous metastasis. The characteristic features of hypercalcxmia include mental retardation and derangement (which may amount to a psychosis), skeletal myasthenia, intestinal atony (resulting in anorexia, vomiting, constipation) and hyporeflexia. Associated hypokaLkemia and digitalis therapy increase the risk of cardiac arrest. Metastatic calcification, particularly causing renal impairment, is not uncommon, but the development of paralimbal corneal calcification (Cogan, Albright and Bartter, 1948) , common in chronic hypercalcaxmia, is understandably rare. The onset of vomiting leads to the establishment of a vicious circle (dehydration, oliguria and increasing serum calcium levels) which may prove rapidly fatal.
The mechanisms involved in the production of the hypercalcmemia in the absence of bone metastases are obscure. It is possible that a tumour may produce a hyperparathyroid effect (Connor et al., I956) . Perhaps in some way proteolytic or depolymerizing enzymes are stimulated, resulting in abnormal resorption of bone matrix. In the absence of renal failure serum phosphorus levels are commonly low, further simulating hyperparathyroidism. Thus, unless the cancer is readily recognizable, it may be difficult to exclude hyperparathyroidism. Marrow biopsy, together with the quantitative electrophoresis of serum proteins and estimation of the serum alkaline phosphatase, often clarifies the situation. Also it is claimed that corticosteroids will not reduce calcium levels in hyperparathyroidism, but will do so, not uncommonly, in hypercalcaemia due to other causes (Thomas et al., I959) .
Further mechanisms which may play a part include the administration of large amounts of calcium chloride by mouth to potentiate the action of mercurial diuretics, increased intestinal absorption of calcium (cf. sarcoidosis and vitamin D intoxication), interference with the ability of the skeleton to accept large amounts of calcium without persistent changes in the serum level and halisteresis (the dissolution of bone crystals without concomitant or preceding resorption of associated matrix).
The treatment of hypercalcoemia complicating malignant disease may be approached in the following way:
(i) (Osserman, 1959) ) is characterized by the deposition of an abnormal protein in the skin, subcutaneous tissues, muscles, tongue, gastro-intestinal tract (leading to malabsorption), heart and peripheral nerves. It is of interest that in this syndrome the number of plasma cells seen in marrow films is often considerably fewer than is usually the case in myelomatosis (20 to 35%, as opposed to 6o to 95%). This fact, perhaps, suggests a difference in Etiology. It may be legitimate to regard myelomatosis as a true ' primary' or 'malignant' proliferation of plasma cells with a purposeless production of abnormal proteins and primary amyloidosis as a plasma cell response to an unknown antigen, which results in the production of abnormally large quantities of antibody.
Secondary amyloidosis, affecting in the main the liver, spleen, lymph nodes and kidneys, however, undoubtedly complicates many malignant diseases. It is probably true to say that at the present time, apart from rheumatoid arthritis, Hodgkin's disease is the commonest cause of secondary amyloidosis, 2. Ancemia At some stage the majority of malignant diseases are complicated by the development of anxmia. Erythropoiesis may be inadequate subsequent to marrow infiltration by tumour tissue. In such case a film of the peripheral blood will often show leucoerythroblastosis. Chronic blood loss will eventually lead to the development of anxemia of the iron-deficiency type. Carcinoma of the stomach, or right side of the colon, commonly presents in this way. A megaloblastic anxemia due to deficiency of cyanocobalamin may also occur in patients with a diffuse gastric cancer. It is rare however, for even after total gastrectomy pernicious ansemia may not manifest itselffor two to eight years.
Apart from occult or overt blood loss, red cell survival is commonly reduced. This is particularly important in the pathogenesis of anamia of a severe degree (Matthias, I959 (Evans, 1948; Howell, 1920; Larson and Herpes zoster is four times more common in the reticuloses than in the general population. In the great majority of cases the disease is active at the time of the infection and about one-third of infections follow irradiation or chemotherapy. Not infrequently the lesions occur in dermatomes related to irradiated areas. Generalization is often seen and occasionally myelitis or encephalitis supervenes.
Neurological Complications
Disturbances of function of the nervous system, at any level, and also of the muscles occur in association with malignant neoplastic disease in the absence of relevant secondary deposits (Brain and Henson, 1958) . The tumour may be small enough to elude recognition except at autopsy. The picture is further complicated in that the neuromuscular disorder may present up to three years before the malignancy can be diagnosed (Heathfield and Williams, 1954) . There is no constant relationship between the size of the growth and the incidence or severity of the neurological complication or between the respective courses of the complication and the tumour. Recovery may occur even while the malignancy progresses. Surgical extirpation generally confers no beneficial effect.
The incidence of neurological complications in the absence of related deposits is not easy to discover. Lennox and Prichard (1950) 
